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I, Joan Amatniek, declare as follows: 

1) I am a citizen of the United States and hold the position of Director at Ortho-McNeil Janssen 
Scientific Affairs ("OMJSA"). 

2) I did my undergraduate studies in History and Science at Harvard College where I received a 
Bachelor of Arts degree, magna cum laude in 1979. I did postgraduate studies at the University 
of Sussex (England) where I a received Master of Science Degree in History and Social Studies of 
Science in 1980, and at Columbia University, Graduate School of Journalism, where I received a 
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Master of Science degree in 1983. I did my medical studies at Albert Einstein College of 
Medicine where I received a Doctor of Medicine degree with distinction in Epidemiology in 
1992. I completed additional graduate studies at Columbia University, Graduate School of Public 
Health, where I received a Master of Science degree in Epidemiology in 1998. 

3) Since completing my Medical Degree, I have held the following positions: 

1992- 1993: Medicine Intern, Montefiore Medical Center; 

1 993 - 1 996: Neurology Resident/ Assistant Instructor Hospital of the University of 

Pennsylvania; 

1996- 1998: Neurology Postdoctoral Clinical Fellow/Clinical Assistant, conducted research in 

epidemiology of stroke, epilepsy, neurocysticercosis, and Alzheimer's disease with 
clinical specialization in epilepsy and electroencephalography, Columbia University; 

1997- 1998: Neurology Assistant Attending, reader of electroencephalograms, Harlem Hospital 

Center; 

1999-present: Joined Janssen Pharmaceutica, Inc. (the predecessor of Janssen Medical Affairs, 

LLC, Ortho-McNeil Neurologies, Inc., and now OMJSA) in 1999 as Associate Director of 
Medical Affairs. Promoted to Director, in August 2001. 

4) I am a member of the American Academy of Neurology (associate), the American Medical 
Association, the American Medical Women's Association, and the National Association of 
Science Writers. I have been a co-author on 30 papers or abstracts and posters that have been 
published in peer-reviewed journals or presented at scientific symposia and conferences. 

5) I have read and understood the specification and claims of United States Patent Application 
Number 10/510,314 (hereinafter, the '"314 patent application") and the Office Action pertaining 
to it mailed January 1 1, 2007. 

6) As part of my duties at OMJSA, I presently direct the design, coordination, analysis, and 
interpretation of clinical studies on galantamine hydrobromide (Razadyne™). I was a member of 
a team which was assembled beginning during the summer of 2001 to analyze the early 



galantamine pivotal clinical trials for Razadyne™ immediate release ("IR") product (GAL-INT- 1, 
GAL-USA-l and GAL-USA-10) regarding efficacy of statin use in the treatment of Alzheimer's 
disease ("AD"). A summary of this work, the "Early IR Analyses", was published earlier this 
year in: B. Winblad, et al., Effects of Statins on Cognitive Function in Patients with Alzheimer's 
Disease in Galantamine Clinical Trials, Drugs Aging 2007; 24(1); 57-61. A copy of this article 
is attached hereto as Exhibit A. The Early IR Analyses identified the utility of the combination 
treatment (galantamine + statin) for Alzheimer's disease and formed the basis of the '314 patent 
application. The Early IR Analyses, besides including only the original IR trials, also differed 
from the later analyses that are presented and discussed beginning in paragraph 7, below, in that 
only the 6-month double blind data were analyzed, and patients who initiated statins after baseline 
in each of the statin groups were included. Starting in January 2007, 1 oversaw the conduct of 
additional post hoc analyses of the early galantamine pivotal clinical trials for Razadyne™ IR 
product, GAL-INT 1, GAL-USA- 1 and GAL-USA-10, to assess whether there is an association 
between the use of statins + galantamine and maintenance of cognitive function in patients 
diagnosed with AD and whether the effect was synergistic (i.e., meaning more than additive than 
the effect of each of the compounds separately). Also starting in February 2007, 1 oversaw the 
conduct of post hoc analyses of the GAL-INT- 10 clinical trial of the Razadyne™ extended 
release ("ER") product, which also included an IR group, to assess whether there is an association 
between the use of statins + galantamine and maintenance of cognitive function in patients 
diagnosed with AD and whether the effect was synergistic. These analyses were conducted to 
further evaluate the clinical meaning of the unexpected findings of the Early IR Analyses. As 
discussed in detail below, data from these clinical trials show that, surprisingly and unexpectedly, 
there were strong signals of both a short-term and a sustained positive synergistic effect on 
cognitive function in the patients receiving galantamine and statins at the same time, possibly 
involving both symptomatic and disease modifying effects. 

Post hoc Analyses: Initial Pivotal Trials Galantamine IR 

7. Post hoc analyses were conducted on data pooled from three (one 5-month and two 6-month) 
double blind, placebo-controlled, clinical trials of galantamine IR in patients with AD, GAL- 
INT- 1, GAL-USA- 1 and GAL-USA-10, which were the pivotal trials for the original 
galantamine product, galantamine IR. (Data from after the initial double blind period was 



collected during open label extensions.) Galantamine IR was dosed twice a day with forced 
titration to 24 mg by week 3 in 2 of the trials; while current labeling specifies a slower dose 
titration from 8 mg to 16 mg after 4 weeks with an optional titration to 24 mg after at least 4 
more weeks of treatment. Patients had been randomized to galantamine or placebo and then in 
the post-hoc analyses were stratified by statin into four treatment groups: galantamine + statin, 
galantamine alone, placebo + statin, and placebo alone . Only the 24 mg galantamine treatment 
group was used because this dosing level was used across all three trials, generating the dose 
with the largest number of galantamine + statin users. Post-baseline statin initiators were 
excluded. The most frequently used statin was simvastatin, but also used in descending order of 
frequency were pravastatin, lovastatin, fluvastatin and atorvostatin. Baseline total cholesterol 
was similar in each of the four groups. 

8. Patient demographics are shown in Figure 1 . The statin users were slightly more likely to be 

male, younger, and heavier than the people who did not use statins. Post hoc efficacy was based 
on the Alzheimer's Disease Assessment Scale cognitive scale (ADAS-cog/1 1) and intent to treat 
analyses, the most conservative analysis method for efficacy. The ADAS-cog/1 1 consists of a 
battery of test questions administered by a trained clinician. This scale is well validated and is 
commonly used to assess cognitive function in clinical trials of Alzheimer's disease treatments. 
On this scale, decreases in score are associated with improved cognitive function. Given that 
these are post-hoc analyses, the focus is on descriptive rather than statistical results, although p- 
values are included in the figures. The size of the standard error bars is consistent with sensitivity 
to the number of subjects in each treatment group. Six month change from baseline efficacy data 
are presented in Figure 2. The ADAS-Cog efficacy rank order was galantamine + statin > 
galantamine alone > placebo + statin > placebo alone. Additionally, both the galantamine + 
statin and the galantamine alone groups, on average, showed cognitive improvement compared to 
baseline, whereas the placebo + statin and the statin alone groups did not, consistent with 
symptomatic effects for both galantamine + statin and the galantamine alone groups. Moreover, 
the six month efficacy data clearly shows that when compared to placebo the effect in the 
galantamine plus statin group on cognitive function is more than additive (i.e., synergistic) as 
compared to the summed effect of the galantamine alone and placebo + statin groups. In 
addition, the patients in the galantamine + statin group were above their baseline scores for 4 



more months than the galantamine alone group as shown in Figure 3. As can be seen in Figure 
3, patients receiving galantamine + statin returned to their original cognitive status at 
approximately 14 months as compared to 10 months for the patients on galantamine alone and 3 
months for patients on placebo + statin. Lastly, as can be seen in Figure 3, at 1 8 and 24 months, 
a sustained efficacy difference in favor of galantamine + statin compared to galantamine alone 
appears to exist, which is consistent with a synergistic effect, which could be more definitively 
evaluated if a placebo + statin group was available at 24 months for additive comparisons. Also, 
qualitatively, the slopes of the galantamine + statin and galantamine alone groups may be 
interpreted as diverging from each other at approximately month 18, which is consistent with a 
synergistic and perhaps disease modifying effect of the combination treatment. Efficacy data for 
the subset of moderate AD patients (MMSE < 18) and mild AD patients (MMSE > 18) is 
presented in Figures 4 and 5, respectively. 

9. The six-month analyses were repeated for the 8, 1 6, and 32 mg doses of galantamine (see Figure 
6). Evidence is suggestive of the presence of a dose response curve through 24 mg of 
galantamine. However, given the small sample size, the presence of such a curve existing 
through 32 mg or even higher cannot be excluded. 

10. It was surprising and unexpected that the patients receiving galantamine + statin would have a 
beneficial cognitive effect that was synergistic at the end of the double-blind assessment; would 
see an improvement of 4 months in the time to return to baseline scores as compared to patients 
receiving galantamine alone, which is also consistent with synergy; and that the difference 
between the galantamine + statin and the galantamine alone groups continued, and possibly 
increased, through the 2 years assessed. 

Post hoc Analyses: GAL-fNT-10 

1 1 . Post hoc analyses were conducted on the 6-month double-blind, placebo-controlled trial of 
extended- and immediate-release formulations of galantamine in mild to moderate AD, GAL- 
INT- 10. Galantamine IR was dosed twice a day; galantamine ER was dosed in the morning with 
evening placebo. This trial utilized a slower dose titration schedule (dose escalation after 4 
weeks), which was and is consistent with present labeling, and flexible titration to 24 mg based 
on the clinical judgment of the investigator. In the post hoc analyses, each of the galantamine ER 



24 mg and the galantamine IR 24 mg arms, patients were divided into four treatment groups: 
galantamine + statin, galantamine alone, placebo + statin, and placebo alone. Post-baseline statin 
initiators were excluded. The most frequently used statin was atorvostatin, but also used in 
descending order of frequency were simvastatin, pravastatin, lovastatin and fluvastatin. For the 
ER 24 mg group, patient demographics are shown in Figure 7. Post hoc efficacy was based on 
the ADAS-cog/1 1 and intent to treat analyses, unless otherwise specified. Given that these are 
post-hoc analyses, the focus is on descriptive rather than statistical results, although p-values are 
included in the figures. The size of the standard error bars is consistent with sensitivity to the 
number of subjects in each treatment group. Six month efficacy data for the ER 24 mg group is 
presented in Figure 8 and clearly shows that the effect on cognition in the galantamine ER + 
statin group is more than additive (i.e., synergistic) as compared to sum of the effects of the 
galantamine ER alone and placebo + statin groups. The ADAS-Cog efficacy rank order was 
galantamine ER + statin > galantamine ER alone > placebo + statin > placebo alone. Efficacy 
data for the subset of moderate AD patients (MMSE < 18) and mild AD patients (MMSE > 18) is 
presented in Figures 9 and 10, respectively. The effect of the combination therapy of 
galantamine ER 24 + statin remained synergistic. The analyses on the long-term data regarding 
time to cross baseline and the slopes have yet to be conducted. 

12. For the IR 24 mg group, patient demographics are shown in Figure 11 . Six-month efficacy data 
for the IR 24 mg group is presented in Figure 12. In this patient population, the ADAS-Cog 
efficacy rank order was galantamine alone > galantamine + statin > placebo + statin > placebo 
alone. However, when the completer population was examined for the IR 24 mg data, the 
ADAS-Cog efficacy rank order was consistent with the analyses above: galantamine + statin > 
galantamine alone > placebo + statin > placebo alone (see Figure 13). Moreover, the effect of 
the combination therapy of galantamine IR 24 and statins was synergistic in the completer 
population. The analyses on the long-term data regarding time to cross baseline and the slopes 
have yet to be conducted. 

1 3 . The most commonly used statin in the earlier trials (INT- 1 , US A- 1 , and US A- 1 0) was 
simvastatin while in GAL-INT- 10 the most commonly used statin was atorvastatin, which may in 
part be why, given that simvastatin purportedly crosses the blood-brain-barrier more easily than 
atorvastatin, a more robust synergistic effect was seen in the earlier trials from the combination 



treatment. This is consistent with the concept that the more galantamine and statin are present 
simultaneously, the more synergistic the effect. 



Conclusion 



14. In conclusion, data from the above-described clinical trials show that, surprisingly and 
unexpectedly, there was a synergistic positive effect on cognitive function in the patients 
receiving galantamine + statin, as compared to those receiving either galantamine or placebo + 
statin. Additionally, the data from the initial pivotal trials, unexpectedly and surprisingly, 
showed that the patients receiving galantamine + statin were above their baseline scores for 4 
more months compared to the patients receiving galantamine alone, which is consistent with a 
synergistic effect as well. Furthermore, the sustained difference in level of efficacy of 
galantamine + statin versus galantamine alone to the end of the analyses at 24 months, was 
surprising and unexpected as well. These synergistic effects, potentially both symptomatic and 
disease modifying, would not be expected by one of ordinary skill in the art, as was apparent 
when the data were presented under confidentiality agreement to nine experts in the field of 
statins, galantamine, and Alzheimer's disease during the first two weeks of June 2007. 

1 5. All statements made in this declaration of my own knowledge are true and that all statements 
made on information and belief are believed to be true. All statements in this declaration are 
made with the knowledge that willful false statements and the like if made in this declaration are 
punishable by fine or imprisonment or both under Section 1001 of Title 18 of the United States 
Code, and that any willful false statement may jeopardize the validity or enforceability of any 
patent that may issue on the application for which this declaration is made. 
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day of July, 2007 




Joan Amatniek, M.D. 
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Abstract Background and objective: A number of reports have been published on the 

' : possible involvement of changes in brain cholesterol metabolism in the origin of 
Alzheimer's disease (AD) and the potential for influencing these changes by 
administration of HMG-CoA reductase inhibitors ('statins'). The aim of this study 
was to evaluate a potential association between use of statins and maintenance of 
cognitive function in patients with AD in galantamine clinical trials. 
Method: A post hoc analysis was conducted on data pooled from three double- 
bund, placebo-comrolicc, clinical trials of galantamine in patients with AD. 
Patients were divided into four treatment groups: statin plus galantamine (n = 42), 
statin alone (n = 50), galanuimine alone (n = 614) or neither galantamine nor statin 
(n = 619). 

Results- Gal man ne v is t-s data h a ign nt n i u effect on 
cognitive status (p < 0.001). The association of use of statins with changes in 
cognitive status was not significant (p = 0.083). There was no significant interac- 
tion between the effects on cognition of Matins arid galantamine (p = 0.183) and no 
ital i illy signifi' n hanges i adverse effect rases were observed. 
Conclusion: These findings suggest the need for larger long-term trials to con firm 
or refute possible effects of statins on cognitive function and the potential 
interaction of statins with acetylcholinesterase inhibitors in the treatment of AD. 



Background and Objective 

A number of reports have been published on the 
possible nvolvern nt oi i riges in brain cholesterol 
metabolism in the origin of Alzheimer's disease 
(AD) !i ' 21 and the potential for influencing these 
changes by administration of HMG-CoA reductase 
inhibitor drugs, commonly known as statins. 131 Cho- 



lesterol may play a role in the formation and ac- 
cumulation of P-amyloid (Ap) in the brain tissue of 
patients with AD. Refolo and colleagues 145 reported 
that a diet high in cholesterol dtcreases Ap accumu- 
lation and AD-related pathology in the transgenic- 
mouse model, with relatively little change in brain 
cholesterol. Feeding a high-cholesterol diet to rab- 



bits lias also produced Ap deposits in the hippocam- 
pus-t'l 

Consistent with these findings are the results of 
several epidemiological investigations that have 

suggested hat slal stt tion might be associ 

ated with slowing of cognitive decline. 16-9 ' On the 
other hand, two large, randomised trials of statins in 
patients at Ivgl* risk for cardiovascular disease (the 
PROSPER [PROspective Study of Pravastatin in the 
Elderly at Risk] trial< 10! and the Heart Protection 
Study !lil ), which included assessment of the effects 
of statins on cognitive function, showed no evidence 
of such ettec 1 " c i hekss review articles, in- 
cluding a Cochrane review, have pointed, out, the 
plausibility of a beneficial effect of statins in 
preventing or slowing AD, while noting that the 
evidence is insufficient to confirm this effect.' 12151 

The primary purpose of the present post hoc 
analysis is to a whether here is an associ ition 
between use of statins and maintenance of cognitive 
function in patients diagnosed with AD. A seconda- 
ry purpose is to assess the safety of treating AD 
patients with a statin in combination, with the 
i< i ieh .finest ra i iiihil ilorfA El) gal itamine. 

Methods 

Data were combined from one 5-tnor.Ui arid two 
tS-momh double-blind, placebo-comro'led. clinical 
trials in which a total of 1325 patients with AD were 
assigned to treatment with galantamine 24 mg/day 
or placebo. Thes stud 4 i ted in mi 

pie outpatient treatment sellings in Europe, Canada 
and the US, using very similar inclusion and exclu- 
sion criteria to evaluate the efficacy, safety and 
kilerahiliiy of galantamine. 1 6 in this sub-analysis 
of pooled data, patients ere cat i 11 i 
their use of galantamine or use of statins as a permit- 
ted, stably prescribed concomitant medication in 
these trials. Drug treatment groups were compared 
at baseline with respect to gender, age. total choles- 
terol level and cognitive status as reflected by base- 
line scores on the i 1-item Alzheimer's Disease As- 
sessment Scale - cognitive subscale (ADAS-cog/ 
11) and the Mini-Mental State Examination 



(MMSE). Change in ADAS-cog/11 score was used 
to assess treatment efficacy. 

Safety was assessed by calculating rates of ad- 
verse events commonly associated with AChEIs 11 * 
(including nausea, vomiting, diarrhoea and anorex- 
ia, as well as gastrointestinal symptoms overall), 
s it ns ( 1 (inclu ! - ckpaii 1 amps les pain, 
muscle atrophy, muscle weakness, myalgia, skeletal 
pain and other musculoskeletal symptoms I and with 
both AChEIs and statins (including abdominal pain 
ami headache). To assess adverse events associated 
with AChEIs, the statin + galantamine group was 
compared" with the galamamine-aione group; to as- 
sess adverse events associated with statins, the statin 
i alantamin roup w a npared ith the statin- 
alone group: and to assess adverse events associated 
with both AChEIs and statins, the statin + ga- 
lantamine group was compared with the ga- 
laritamine-akme and statin-alone groups. 

: Statistical Methods 

The x 2 test was used to compare characteristics 
of the treatment groups with regard to categorical 
iriabl it A.NOVA was used to compare contin- 
uous variables. Treatment efficacy data were 
analysed using intent-to-treat analysis. The groups 
were compared with regard to treatment efficacy 
using ANOVA with terms for statin use, ga- 
lantamine treatment, and the interaction of statin and 
galantamine. In addition, the ANOVA controlled for 
study and mild AD (in terms of severity), based on 
MMSE scores >18. To compare designated treat- 
ment groups \v:ilh respect to safety data, relative 
risks (RRs) of adverse events were calculated with 
95% CIs. 

Results 

The patients were divided into lour treatment 
groups: statin + galantamine (n = 42), statin alone 
(n = 50). ga ani mil e al tie (n - 614) and neither 
statin nor galantamine (n - 6 1 <>;•. The characteristics 
of the groups are shown in table I. There were no 
significant differences among the groups with re- 
gard to baseline cognitive scores or total cholesterol 
levels. The patients in the statin + galantamine group 
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3 undiui; in Aizhe m r Di is 



Age (y) 

Baseline ADAS-cog/1 1 scors 
Total cholesteroi (mgMLC 
Baseline MMSE score 
AD severity {% roBd) 11 



26.8 (11.3) 
218.0 (47.2) 
18.2 (4.1) 



c Data available for 1 31 1 patients oniy. 
d Mild (MMSE >18) compared with moderate (MMSE <18). 
AD = Alzheimer's disease; AOAS-cog/11 = 1 1 
State Examination. A 'a' 'V:;,. 



75.7 (7.9) 
26.5 (10.1) 
228.3 (43.8) 



e, and for statin + galantamine ve 



ri i;ai 'if.isr - r i-r.ient 



were significantly younger than those receiving ga- 
lantamine alone and those receiving neither statin 
iin2 lortomn. p < 0.05 The i ' croups (staiin 
alone and statin t gal jritam no) h t fewer females •• 
than the non-statin groups (galantamine aibne and 
neither statin nor galantamine); however, the differ- 
ence was not - , i c IK trifle ml . p = 0 06). 

The statins prescribed were simvastatin, pravas- 
tatin, lovastatin, fluvastatin and atorvastatin. The 
distribution of statins did not differ significantly 
between the statin + galanuumn md statin-alone 
groups. 

The changes in ADAS-eog/1 1 scores Iron; base- 
line to the end of treatment are shown in table II. The 
galantamine-alone and statin -f. galantamine groups 
experienced improvements in cognitive status. Con- 
erseh both the t Ion m 1 her statin not 
galantamine group* experienced a deciinc in cogni- 

Table II. Changes in cogr Hive fit Negative alues n 1 It n 
Alzheimer's Disease Assessment ? ; - x.gririve subscale 
(ADAS-cog/11) reflect improved cognitive sta;us 

___ st at j n airnf , , _, r M u- ~ r i 
galantamine {n = 50) alone nor 
(n . 42) (n = 614) galantamine 
(r. = e-.oj 

Change in -2.85 (0.91), 1.98 (0.85), -0.88 (0.25), 2.2* (0.24) 
ADAS-COp/ p = 0.183 p = 0.083 p < 0.001 

a Vaiues are expressed as least square means with standard 
errors in parentheses. 



tive status. Galantamine was associated with a sig- 
nificant beneficial effect on cognitive status (p < 
0.001). The association between use of statins ami 
change inVcognitive status was not significant (p = 
0.083). There was no significant interaction between 
the effects on cognition of statins and galantamine 
(p = 0.183). These results were derived from 
ANOVA calculations, controlling for study and AD 
severity based on MMSE. 

The jssessment I ith regard o adverse 
events commonly associated with AChEIs showed 
that, compared with treatment, using galantamine 
onl administer!! i si tin in gal ntami ie ;imu 
taneously may have increased t he likelihood of diar- 
rhoea (RK 1.79; 95% CI 0.81, 3.94) and abdominal 
pain t RK 1 .62; 95% CI 0.61 . 4.35), although in both 
instances the 95% CIs included a value of f. In 
terms of adverse events commonly associated with 
statins, compared with statin-only treatment, com- 
bining a statin and galantamine elevated the risk of 
museuloske'etal pain (RK 2.78; 95% CI 0.77, 
10. OS), No myopathy was reported in these trials. 
Because ail 95'a CIs included a value of 1, none of 
the elevations in RR was statistically significant. 

Discussion 

Cognitive function improved significantly with 
the administration of galantamine 24 mg/day. Ad- 
ding a statin to the treatment regimen with ga- 
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tantamine did not have a statistically significant 
effect on changes in cognitive function compared 
with galantamine treatment alone, although the 
combination treatment showed numerically greater 
improvement. Treatment with a statin without con- 
comitant use of galanta ah i tl - 1 trials was not 
associated with statistically significant improvement 
in cognitive function in patients with AD; however, 
a very small numerical difference in favour of statin 
administration alone was apparent compared with 
patients who received neither a statin nor ga- 
lantamine. 

Although statins may some day play a role in the 
prevention of AD. as the findings of several epide- 
miological and meehanistii udii ippear to sug- 
gest, [li this post hoc analysis has not proven that 
statins with or without the use of an AChEI contrib- 
ute to treatment ot ah en 1 ., established \D Howev- 
er, the results of this analysis, although not statisti- 
cally significant, are promising in view of the fact 
that some numerical trends emerged despite the 
small sample size. Future studies with more patients 
may help to elucidate these findings. 

ToestabliM t ence in score change 

on the ADAS-cog/1 1 scale over the study period, 
which wouid be clinically significant, the population 
taking statins would ha' mi 1 r ei lumbal 

ofihepres m analyst 1 short i ttion u these 
trial c tcerb > u tmpk size issue because the 
anticipated change in cognition in placebo patients 
during this time is small. Because inadequate statis- 
tical power increases the likelihood of non-signifi- 
cant findings being observed and the risk of type II 
statistical errors, these results must not be over- 
interpreted. However, the present data, which were 
obtained within the context of thro lar tud ! 
ga t m ti a litiiui n an n, will at ist be impor 
tant in justifying additional research. I-'urure studies 
also should take into account potential co-variates 
and risk factors iissoeaired with co-morbid illnesses 
and concomitant therapies, as well as the type of 
statin and its bioavailability. 

The safety assessment with respect to giving 
patients both s i n< intamine therapy showed 
that this combination may increase the point esti- 

© 2007 Adis Data Information BV. All rigfrfs reserved. 



mate of KK of certain adverse events that have been 
associated with either AChEIs or statins. However, 
in this p k le l 1\ sis the I teren^e in n^k a -is n< t 
iti i, . is fleam. Here, too, the relatively 
small size of the statin + galantamine treatment 
group indicates that further investigation is needed 
to confirm these findings. 

In summary, there are several important limita- 
tions to this study: 

• The sub-analysis is based on a non-random sam- 
ple of pooled subjects with regard to statin use, 
resulting in baseline differences between the sta- 
tin and non-statin treatment groups with respect 

.... to age and gender proportions. 

• The original trials were not designed to ensure 
sufficient statistical power to assess the effects of 
statins. 

• Administration of statins was heterogeneous with 

espeet to sp lie stnr.it lose md treatment du- 

*■ : Follow-up was limited to 5 or 6 months, depend- 
ing on the clinical trial, which is sufficient for 
detecting effects of AChEIs compared with pla- 
cebo but may be insufficient for. comparing ef- 
fects Of statins and AChEIs, 
An important strength of the current study was 

that baseline cognitive status within the statin 
. groups was similar to that of the non-statin groups. 
> i Hti nail i ud represents urth r assess 

menls of the relationship between statins and AD 

progression. 1 "-" 1 

Conclusions 

The present findings., although not conclusive, 
ugges ot i i nti 111 t itatia in con- 
tributing to The maintenance of cognitive function 
for short periods (5-6 months} in patients diagnosed 
with AD. Wil ii '1 on i is may be raised over the 
borderline increased risk of certain adverse events 
when a statin and galantamine are combined, the 
overall safety profile of the galantamine + statin 
combination was similar to the profiles of cither 
In dmiu e i i and in all i s. the 1 P 
an ta tease m adverse events wj^ no. statist 
significant (p > 0.05). Additional studies of longer 
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duration and with larger numbers of patients taking 
sarins and ACbEls are needed to confirm any po- 
tential benefits of statin treatment in patients with 
AD, alone or in combination with AChELs. 
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